
1103326-0525 DIV2 



Patent No: 
.Issued: 
Patentees : 



THE UNITED STATES PATENT AND TRADEMARK OFFICE 



7,056,921 B2 
June 6, 2006 
Berg, et al . 



Title of Invention: SUBSTITUTED CHROMAN DERIVATIVES 



Certificate of Mailing Under 37 C.F.R. 
§1.8 

I hereby certify that this paper is being deposited with the 
United States Postal Service as first class mail on the date 
indicated below in an envelope addressed to: Commissioner for 
Patents, P.O. Box 1450, Alexandria, VA 22313-1450 



Richard J. 




35.372 



Signature 



PTOReg.No. 



June 14. 2006 



Date of Signature 



Certificate of Correction Branch 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 



-^^^ 2 2 2006 

Correction 



REQUEST FOR CERTIFICATE OF CORRECTION OF PATENT 
FOR PTO MISTAKE (37 C.F.R. §1.322 (a)) and 
FOR APPLICANT MISTAKE (37 C.F.R. §1.323) 



1. It is noted that printing errors appear in the referenced 
patent which are attributable to the Office or to the Patentees, 
The printing error attributable to Patentees was made 
inadvertently and with no deceptive intent. Correction thereof 
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does not involve such changes in the patent as would constitute 
new matter or would require reexamination. 

2. The location of the errors in the issued patent and the 
exact pages and line numbers where the errors are shown 
correctly in the application file are: 



Column and Line Niunber of Issued 
Patent 


Location in Application 
Pile Whezre the Error is 
Shown Correctly 


Col. 43, line 8: ''in" should read 


Original claim 1. 


Col- 43, line 22: 

Immediately following section b) and 
immediately preceding the definition 
of Rs, insert --wherein Re is H, Ci-Cg 
alkvl or Gn-Gc cvc 1 oa 1 kvl ; Rt is H. 
Ci-Cg alkyl or C3-C6 cycloalkyl; and Rs 
is Ci-Cs alkyl, Cs-Cg cycloalkyl, CF3, 
NReRv , or phenyl ; - - - 


Original claim 1 and 
Preliminary Amendment, 
filed April 22, 2004, 
page 11. 


Col. 43, line 49: ''disorder where in 
the disorder is sleeted" should read 
--disorders wherein the disorder is 
selected-- . 


Original claim 13 and 
Examiner's Amendment, 
page 2 of the Notice of 
Allowability mailed 
January 12, 2006. 


Col. 46, line 50: "Ri is H, Ci-Cg 

cycloalkyl" should read --Ri is H, 
Ci-Ce alkyl or Cs-Cg cycloalkyl--. 


Original claim 30. 



3. The second printing error listed in the table above is 
attributable to Patentees, and the other three listed errors are 
attributable to the Office. With regard to Patentees' error, 
the definitions of substituents Rg, R7 and Re in claim 1 were 
inadvertently deleted in the April 29, 2005 Amendment and 
Response. In that document, many of the original definitions of 
substituent R4 were deleted, in keeping with the scope of subject 
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matter elected by Patentees for prosecution in the divisional 
application. However, in keeping with the scope of elected 
subject matter and as acknowledged by the Examiner to be in 
accord with the limitations imposed by the restriction 
requirement, CORs was maintained as one of the optional 
substituents on the heterocyclic ring recited in part a) of the 
definition of R4 in claim 1. However, although CORs was properly 
retained in claim 1, the definition of Rs was inadvertently 
deleted. Furthermore, the definitions of substituents Re and R7, 
also inadvertently deleted, should have been retained, since one 
of the definitions of what Rs can be is NRgR?. Thus, claim 1 of 
the patent recites, as is appropriate, a substituent CORs, but 
there is no definition in the claim of Rs. Again, support for 
the inadvertently deleted subject matter is found in original 
claim 1, as well as the specification as filed. Furthermore, it 
can be seen from the prosecution history of this application 
that there was never any issue raised that might have led 
Patentees to remove the subject matter in question. 

This situation only came to the attention of Patentees and their 
agent subsequent to allowance of the application and payment of 
the issue fee. A telephone call was made to the Examiner 
shortly after this discovery. During the discussion, the 
Examiner acknowledged the justification for restoring the 
deleted subject matter and further indicated that the present 
course of action to rectify this situation was the appropriate 
one. Entry of this correction as part of the issued 
Certification of Correction is respectfully requested. 

4. Patentees request correction of all of the printing errors 
by Certificate of Correction. Attached is a copy of Form 
PTO/SB/44 (also Form PTO-1050) . 

5. Please send the Certificate to the undersigned Agent. 
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6. In the interest of assisting the Office in considering and 
processing this Request, Patentees are providing herewith copies 
of the relevant pages of the application as filed and the 
subsequent communications to and from the Office referred to in 
the table above. The appropriate passages from these pages have 
been circled. 

7. The Commissioner is hereby authorized to charge Deposit 
Account No. 23-1703 in the amount of One Hundred Dollars 
($100.00) to cover the fee required by 37 C.F.R. §1.20 (a) in 
connection with this communication. 

Dated: June 14, 2006 Respectfully submitted 



1) Pages 63, 64, 66 and 71 of application as filed, showing 
original claims 1, 13 and 30; 

2) Pertinent part of Patentees' April 22, 2004 Preliminary 

Amendment ; 

3) Pertinent part of Notice of Allowability mailed January 
12, 2006; and 

4) Form PTO/SB/44 with requested corrections 
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CLAIMS 



1. A compound having the formula (I) 




o 



X ^ 



(D 

wherein 

X is N or CH; 

Y is NR2CH2, CH2NR2. NR2CO, CONR2, NR2S02orNR2CONR2 

wherein R2 is H or Ci-Cg alkyl; 
Rl is H. Ci-Cg alkyl or C3-C6 cycloalkyl; 
R3 is Ci-Cs alkyl, C3-C6 cycloalkyl or (CH2)n-aryl, 

wherein aryl is phenyl or a heteroaromatic ring contaiiung one or two heteroatoms 
selected from N, O and S and which may be mono- or di-substituted with R4 and/or 

R5; 

wherein R4 is H, Ci-Ce alkyl, C3-C6 cycloalkyl, halogen. CN, CFj.OH, Ci- 
Cs alkoxy. NReRy. OCF3. SO3CH3, SO3CF3. SO2NR6R7, phenyl, phenyl- 
Ci-Cs alkyl, phenoxy, Cj-Ce alkylphenyl, an optionally substituted 
heterocyclic ring containing one or two heteroatoms selected from N, O, S, 
S O and SO 2 wherein the substituent(s) is(are) selected from C 1 -Cg alkyl, 
^^3-C6 cycloalkyl, phenyl-Cj-Ce alkyl. (CH2)mOR9 

R9 is H, C\-(le alkyl, CyCe cycloalkyl or phenyl-Ci-Cg alkyl , and CUKg. 
an optionally substituted heteroaromatic ring containing one or two 
heteroatoms selected from N, O and S wherein the substituent(s) is(are) 
selected from Ci-Cg alkyl, C3-C6 cycloalkyl and phenyl-Cj-Cs alkyl, or 
CORg; 
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wherein Rg is H, Ci-Cg aikyl or C3-C6 cycloalkyl; 
R7 is H, C1-C6 alkyl or C3-C6 cycloalkyl; and 
Rg is C1-C6 alkyl, C3-C6 cycloalkyl CF3^ NRgRv. phenyl, a 
heteroaromatic ring containing one or two heteroatoms selected from 
N, O and S or a heterocyclic ring containing one or two heteroatoms 
selected from N, O, S, SO and SOo: ■ ^ 




R5 is H, OH, CF3, OCF3, halogen, Ci-Cg alkyl or Ci-Cg alkoxy; 



and n is 0-4; . 



10 



as f/?>enantiomers, f5>enantiomers or a racemate in the form of a free base or a 
pharmaceutically acceptable salt or solvate thereof. 

15 2. A compound according to claim 1 wherein Y is NR2CO or CONR2. 

3. A compound according to any one of claims 1-2 wherein X is N. 

4. A compound according to any one of claims 1-3 wherein Rj is H or CpCg alkyl. 

20 

5. A compound according to any one of claims 1-4 wherein R3 is (CH2)n-aryL 

6. A compound according to any one of claims 1-4 wherein R3 is (CH2)n-aryl which is 
substituted with R4, which is an optionally substituted heterocyclic or heteroaromatic 

25 ring containing one or two heteroatoms selected from N, O and S, or CORg. 

7. A compound according to any one of claims 5 and 6 wherein n is 0 

8. A compound according to claim 6 wherein Rg is NRgR? or a heterocyclic ring 
30 containing two heteroatoms selected from N and O. 
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in the form of a free base or a pharmaceutically acceptable salt or solvate thereof optionally 
in association with diluents, excipients or inert carriers, 

13. A pha rmaceutical for m ulation accord ing to claim 12 for ustnn the treatment of | 

5-hydroxytryptamine mediated disorders. 

14. A pharmaceutical formulation according to any one of claims 12 or 13 for use in the 
treatment of mood disorders, anxiety disorders, personality disorders, obesity, anorexia, 
bulimia, premenstrual syndrome, sexual disturbances, alcoholism, tobacco abuse, autism, 
attention deficit, hyperactivity disorder, migraine, memory disorders, pathological 
aggression, schizophrenia, endocrine disorders, stroke, dyskinesia, Parkinson's disease, 
thermoregulatory disorders, pain, hypertension, urinary incontinence orvasospasm; or for 
growth control of tumors. 

15. A compound as defined in any of claims 1-1 1 for use in therapy. 

16. A compound as defined in claim 15 for use in the treatment of disorders in the central 
nervous system, 

17- A compound as deifined in claim 16 for use in the treatment of mood disorders, anxiety 
disorders, personality disorders, obesity, anorexia, bulimia, premenstrual syndrome, sexual 
disturbances, alcoholism, tobacco abuse, autism, attention deficit, hyperactivity disorder, 
migraine, memory disorders, pathological aggression, schizophrenia, endocrine disorders, 
stroke, dyskinesia, Parkinson's disease, thermoregulatory disorders, pain or hypertension. 

18. A compound as defined in claim 15 for use in the treatment of urinary incontinence or 
vasospasm or for growth control of tumors. 

19. A compound as defined in claim 15 for use in the treatment of 5-hydroxytryptamine 
mediated disorders. , 
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(A) 



a) 



with a suitable azide in the presence of carboxylic acid, R3COOH. 



30. A compound having the formula 



to 




wherein 
X=NorCH: 
Z=NH2 orCOOH; 



is H, Cj-Cg alkyl or C3-C6 cycloalkyl. 
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Sir; 



Preliminary to examination on the merits, please amend the 
application as. follows: 
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In the claims ; 

This listing of claims will replace all prior versions, and 
listings, of claims in the application. 

1. (currently amended) A compound having the of formula (I) 



wherein 

X is N or CII ; 

Y is NRaeHa-r CH2NR2, NR2CO, CONR2/ NR2SO2 or NR2CONR2 
wherein R2 is H or Ci-Cg alkyl; 

Ri is H, Ci-Cs alkyl or Ca-Cg cycloalkyl; 

R3 is Gi-G ^ allcyl, C^ r- ^ oyoloallcyl or (CIIa .fa-a6=y3rr 
wherein aryl io phenyl or a hotoroaromatio ring 
containing one or two hctoroatomo oclcctcd from N, a and 
S - and which (CH2) n-phenyl, wherein the phenyl may be 
mono- or di-substitxited with R4 and/or R5; 




•.J 



R 



/ 



wherein R4 is selected from 



a)_ H, 



b)_ Ci-Cg alkyl. 



c) Ca-Cg cycloalkyl. 
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d) halogen, 

e) _ CN, 
fl CF3, 

al OH/ 

h) Ci-Cg alkoxy, 

i) NR6R7, 
11 OCF3, 
k) SO3CH3, 
1)_ SO3CF3, 
m) SO2NR6R7, 
n) phenyl, 

o) phenyl-Ci-Ce alkyl, 

p) phenoxy, 

q) Ci-Cg alkylphenyl. 



r) an optionally substituted 5-, 6- or T-membered 
heterocyclic ring containing one or two heteroatoms 
selected from N, O, S, SO and S02j_^ wherein when the 
heterocyclic ring is 5- or 6-meTnbered and contains 
one heteroatom, the heteroatom is not N and when 
the heterocyclic ring is 5- or 6-membered and 
contains two heteroatoms, the heteroatoms are not 
both N and w herein the substituent (s) is (are) 
selected from Ci-Cg alkyl, C3-C6 cycloalkyl, phenyl - 
Ci-Ce alkyl, (CH2)mOR9 wherein m is 2-6 and R9 is H, 
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Ci-Ce alkyl, Cs-Cg cycloalkyl or phenyl-Ci-Cs alkyl, 
and CORs, 



s) an optionally substituted 5- or 6-membered 
heteroaromatic ring containing one or two 
heteroatoms selected from N, O and wherein when 
the heteroaromatic ring contains one heteroatom, 
the heteroatom is not N and when the heteroaromatic 
ring contains two heteroatoms^ the heteratoms are 
not both N and wherein the substituent (s) is (are) 
selected from Ci-Cs alkyl, CgCg cycloalkyl and 
phenyl -Ci-Ce alkyl, ea? and 



tl CORs; ^ 
wherein Rg is Ci-Cg alkyl or Cs-Ce cycloalkyl; R7 
is H, Ci-Cs alkyl or Ca-Cg cycloalkyl; and Rq is Ci-Cg 
alkyl, C3-C6 cycloalkyl, CF3, NReR?, or phenyl-T— a 
hGtcroaromatic ring containing one or two 
hctcroatoma oclQCtcd from N,, O and S or a 
hctcrocyGlic ring containing one or two hctcroatomo 
OGlcctGd from N, S, — SO and CO ^; 



R5 is selected from H, OH, CF3, OCF3, halogen, Ci-Cs 
alkyl ea? and Ci-Cg alkoxy; 
and n is 0-4; 

ets wherein the compound is an (J?) -enantiomere, an (S) - 
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The request filed on 9/25/05 for a Continued Examination Application (RCE) under 37 
CFR 1.114 based on parent Application No. 10/714,577 is acceptable and a RCE has been 
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In claim 13 and 27 after the term 5 -hydroxytryptamiine-mediated disorder 
Insert - wherein the disorder is selected from anxiety and depression, — . 



In claims 29 

Cancel the whole paragraph A(iii) which is. 
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